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REMARKS 

In the Offjce Aetion Summary, the Examiner indicates that claims 29-32 and 39-41 are 
pending in this application, claims 29-32 are rejected and claims 39-41 are withdrawn from 
consideration. Applicants submit that the Office Action Summary is in error. In fact, in the !n,?tant 
application, claims 29-32 and 39-43 are pending. Furthennore, in the Restriction Requirement issued 
by the Examiner on October 1 3, 2006, claim 39 was assigned in the same Clroup as claims 29-32 
rather than claims 40-43. In response to the undersigned attorney's phone message regarding tliis 
issue on June 13, 2007, the Examiner left the undersigned attorney a message June 14, 2007, stating 
that the Office Action Summary is in error, actually all the pending claims 29-32 39-41 were 
examined on the merit and no claim was withdrawn from consideration. Thus, in the present 
application, claims 29-32 and 39-43 are pending and rejected. In view of the forgoing amendment 
tind the following remarks, reconsideration and withdrawal of the present basis for rejection the 
claims herein of the application are respectfully requested. 

1. DiscMssion of the Amendment 

Claim 29 has been amended to delete the definitions of R'*, R*', R^, R', r\ R'-*, R^^ and 
R'*, and narrow tlie defmitions of W, Y, Z, A, B, D, E, R, K\ R', X, R", R^ R^ R'*, R'\, R'", R-*, 
c, d, e, f, g, and h as tbllowing: 

WhR'-A-CiR"); 

Y is carbonyi; 

ZisMR^'): 

A is phcn\kT.e o! pncnylenemcthyl, 

13 is a bi\ hlcnt mctli\iene or ethylene radical wliich is .subsiituted by a radical from the groxsp 
cvns'Mmj. of (C.-Cs)-alkyl and (C3-Cs)-cycloalkyl-(C:-C.0-alkyi; 
DisC(R-)(R^); 
E is R'''CO; 

R IS hydro.7<?n. tnethy! or cih\l 

R' ;& optionalK substituted (C4-C,4)-aryl-(C,-C4)-aikyl; 

R' Ks X-\r:-r(N' H) X-NH-C(-NX)-NHGrX-NH-CH2; 

X is hydrogen; 

R ' i.s i ydruizen or (C -C;0'-aikvl 

R' optio-iai!> substituted {C\,-Ci ,)-aryl R' 'Nfl, C0N(CH;<)R'* or COMHR'*; 
R^ is optionally substituted {CVCu)-aryl, wherein (he aryi radical can be mono- or 
polysiibstituted by identical or different radicals from tiie group con.sisting of {CrCis)-aikyl, 
and nalogeti; 

R'^' is jiydroxy! or (^(..VCsj-alkoxy; 
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jsR"CO; 
R'- is {CrCig)-aIkdxy; 
R' - is hydrogen or {Ci-C6)-alkyl- 

R*'* is (CrC!o)'-a]ky] which is substituted by a radical itom the group consisting of 
hydroxycarbonyl and (Cj-Q)-alkoxycafbonyl and can optionally be substituted by a radical 

c and d are 1 ; 
f and g are 0; and 

e and h independently of one another are 0 or 1. 

Claim 29-32, 40 and 42-43 are also amended to better and more cleaj-|y reflect what 
Applicants regard as their invention. 

Claims 39 and 4} are canceled, without prejudice. 

Applicants resers'e their right to pursue any canceled or deleted subject matter by a 
subsequent application. 

TTiis aJTiendment does not add any new matter. 

II. Discassion of the Wrhten Description Rejection 

The Examiner indicates that claims 29-32 and 39-43 are rejected under 35 U.S.C. 112, first 

paragraph, as tailing to comply with the written description requirement as the claims contains subject 

matter, which was not described in the specification in such a way as to reasomsbly convey to one 

skilled in the relevant art that the inventor(s), at the lime the application was filed, has possession of 

the claimed invention. Specifically, the Examiner alleges that 

"Claims are drawn to a large group of compounds of fonnuias I where there is no 
core staicture. All the substituents arc variables. The method of treating a disease or 
disorder involving inflammation and method of antagonizing VL-4j treating disease or 
disorder irom rheumatoid arthritis, tumor growth (various diseases listed in claim 42 and 
43) by the thousands of compounds was not possessed by Applicants at the time 
appiication was fded." 
Office Action, page 4. 

Applicants respectfully traverse tlie instant rejection. 

Applicants submit that the Examiner's rejection is improper as claims 29-32 and 39-43 
indeed comply with the written description requirement. The first paragraph of 35 U.S.C. § ! 12 
requires an applicant to couvey with reasonable clarity to those skilled in the art that, as of the 
nlit5g date, the applicant wa^ in possession of the claimed invention. In the present appiicatiotj, 
claiins 29-32 and 39-43 are directed to compounds of formula Id and their use as VL.A.-4 
antagonists. Applicants .submit that \here is ample basis throughout the specification lor 
.Applicants claiming their invention as described in claims 29-32 and 39-43. In the specification, 
Applicants provide clear definition of all the variables in formula id, and particular/preferred 
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embodiments of the invention. More importantly, the specification exemplifies a considerabie 
number of species that are within the scope of formula Id. 

Furthermore, the present applieation, at page 48, last paragraph to page 50, first 
paragraph, describes the issefulness of the compounds of formula Id in the treatment of 
pathologies, in which VLA4 receptor plays a role, specifically in tiie therapeuric and% 
preventive treatment of various diseases including those diseases claimed in claims 40 and 42-43. 
Thus, the originally-fiied specification clearly describes the compl ete conception of the invention 
of claims 29-32 and 39-43, and it conveys with reasonable clarity to those skilled in the art that, 
as of the filing date, Applicants were iti possession of the claimed inv'entioii as described in 
claims 29-32 and 39-43. This is all that is necessary under the written description requirement of 
35 U.S.C. § 112, first paragraph. 

Nevertheless, in order to advance the prosecution of the present application, claim 29 has 
been amended to a narrower scope to encompass only some particular/preferred embodiments 
described in the specification and Examples 50-54, 62, 74 and 75. The compounds of the 
amended claim 29 have clear core structures and hmited variabilities on the substitaents. Claims 
39 and 41 are canceled, witliout prejudice. Thus, in view of the forgoing amendmejit and the 
arguments presented above, it is submitted that the instant rejection is overcome, and claim 29- 
32, 40 and 4243 are allowable. 

ill. PiscMssioa of the Enablement Reicction 

Claims 29-32 and 39-43 are rejected under 35 U.S.C. §112, first paragraph, as the Examiner 

alleges, 

•'because the specification, while being enabling for certain compounds and method 
of use does not reasonably provide: enablement of large group of compouiids of formulas I 
where there is no core structure and the substituents are variables. The method of treating a 
disease or disorder involving inflammation and method of antagonizing VL-4, (reafing disease 
or disorder ixom rheumatoid artliritis, tomof growth (various diseases listed in d&im 42 and 
43) by the thousands of compounds. 

The specification does not enable any person skilled in the ait to which it pertains, or 
with which is most nearly connected, to make and/'or use the invention commensurate in the 
scope witli these claims." 
Office Action, page 10. 

Applicants respectfully traverse the instant rejection. 

First, Applicants would like to point out that although the Examiner recognizes the 
specification "being enabiijig for certain compounds and method of use", she l^ils to provide any 
specific guidance as to the scope of Applicants' invention that she believe is enabled, except Jiiereiy 
stating tlsat Example 50 is allowable. Applicants respectfully re<iuest clarification on this jxjint. 

Applicaiits submit that the amended claims 29-32, 40 and 42-43 are enabled by the 
specification. The first paragraph of 35 U.S.C. § 1 12 requires that the specification enables a person 
skilled in the art to make and/or use the claimed invention without undue experimentatioii. Claim 29 
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has been amended to a narrower scope to eneorapass only some particviiar/preferred embodiments 
described in the specification and Examples 50-54, 62, 74 and 75. The compounds of the ajTjended 
eiaim 29 have clear core structures and limited variabilities on the substituents. The specification 
exemplifies preparation of Examples 50-54, 62, 74 and 75, md a considerable number of compounds 
having similar chemical structures. A person of ordinary skill in the art would be able to follow the 
procedures described in those examples to prepare any compound of claims 29-31 without undue 
experimentation. 

Furthermore, the specification, at pages 149-153, describes an assay that measures the 
activity of the compounds of present im'ention on the interaction between VCAM-1 and VLA-4, and 
numerous examples and their corresponding activities are clearly present in the specification. In 
addition, potent antagonists for VLA-4 receptor would be considered use&l in the treatment of any 
pathology in which VLA-4 receptor is involved, such as the diseases listed in the sfjecifieation and 
claimed in claims 40 and 4243. Thus, a person of ordinaiy skill in the art would be able to follow the 
assay described in the specification to measure the activity of any compound of claisns 29-31 and 
practice the invention as claimed in claims 40 and 42-43 without undue experimentation. 

In view of the aforesaid, the specifieation is enabling for making and/or using the invention 
commensurate in scope with claims 29-32, 40 and 42-43, Claims 39 and 41 have been canceled, 
without prejudice. Accordingly, reconsideration and withdrawal of the rejection are respectfully 
requested. 

IV. Concitt$ion 

in vi&w of the above remarks, the present application is in condition for allowance. Early 
notice to this effect is, thusj respectfully requested. 

The Commissioner is hereby authorized to charge the fee required and any additional fees that 
may be needed to Deposit Account No. 1 8-1 982 in the name of Aventis Phannaceuticals be. 

Respectfully submitted, 

Date: June 15,2007 
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